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1 1 

[flt*82] 
[fjf**3] 

cd3t -=f- x h * $ ib ic£-tr, iifctt2 lam^issa^^o 

IW**5] 

ffi(2)3i/Mto*fc Mb4fc#*fcttfc >#L#-e&-i>, « ** 4 |E«0|ima»o 

6 mum <Dtz*b<D ii«t„ 

CD52T=T-X h7&**fcCD52ffi#£ fclif©7 5 ^ ^ fll** 1 ~ 6 OV^-f 8 ^ 

[ft** 8 J 

StCD52tfi:flt7&«k Mbifitetfciifc hjftfrr?**. lt**7iEi|Ro|g3g&j»o 

[»** 9 ] 
[»**1 0] 

i~9 <o^-rK^imm.<DmmmMi 0 

[W« 1 1 ] 

^,»^O^ffi^^i--|>CD52lC4C8^m^OCD52T =f^X b «:f^ffl$** -1 t K «fc 

o p«ttifflJi&<o$Hbs§*i3 «t ays iii#5fi fciEat-t- & 

[W*3S 1 2 ] 

CD52T =f- X h a*iftCD52jfc#£ )tli^7 7/^ h^S, fflf^ 1 1 fB«O^ffi 0 
[»#* 1 3 ] 

jftCD52ifc#:ri*fc: Mbifrfc* fctt Maflc*C**, W*3l 1 2SE*0*fto. 
[tt#* 1 4 ] 

±IBt himfcW?? hfc KbtlL^Campath-lHt?^*. fit** 1 3IB*<0*ft o 
[fiS ** 1 5 ] 

±fE&^ffl^<^W^#^1-&CD3KCD3T h Zftm C t £ £ <b &C-£tr „ IB 

** 1 3 * fcMt 1 4 m»i**Lj&»l*|B«ttf>;fcffio 
[IS** 1 6 ] 

CD3T=f-X h**tfcCD3#M*:S tz\*Z<T>-7 °7 ? * > hX-$>2>, fit** 1 5 8B*tf>^8c 0 

[«** 1 7 1 

tfcCD3tfc#J&* h fbffiflc* (± b tfrfc-e* & , fit** 1 6 IE«O^-ffi 0 
[»** 1 8 ] 

±|S^«^> V >v-cfi&£ fc«;J»«lfcS-£;ft* (>©t?*4, »**1 1-1 

7 OV»fii*> 1 *!ElR<7>7J&o 
[fit** 1 9 ] 

jifBft&fflifeTraflife-e* * „ is** 1 8 mm.<o^mo 
[W** 2 o ] 

±M»«ifiif«T^^, W**l 9IE«co^^ 0 
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[»*^2 1 ] 

im*m2 2] 

T-**lt#m 1 - 2 0OV^-f^^lJSfB«O^o 
[W*JR2 3] 

[ff*^2 4] 
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TO* 

[&#f#if] 
[0 0 0 1] 

[0 0 0 2] 

*&W#hli, S Z u —j- frfcfo (4C8mAb) 75 s , t hT««f flSllttf 
LfclfcO, fofcT^tOMMZm^-tZ*; 9 n-^^fiLflfC**i £: t^Lfc (Masuya 
ma, J. et al., (1999) J. Exp. Med., 189, 979) . WMi^fi ifO^gBjafet:: 

wn-t2>tztbK\±, mmn&mmz^ yft^zfrLx^mtzmmLizmzmmm 

»»:»t til ge-f fc L , ifc* i*i&*HJ& IB W BR * i- 0 a »t r * « o 

JtfflSilfetCif L^T«^:T^|*|JfeT^ii^i--2) *>-C{4& < „ CD4I^14CD45R0I^14CD 
26?tl^14<7)^14fk^* , ;-T|BlI^M^^^^i-^Ci:75^t,tLTV^ 0 gp*>> 4C8mAb 

[0 0 0 3] 

SfcK, 4C8BAbO*rfc£«f&fc LTpgSttT«B^(7)i5l^«^$ tL/i (Masuyama, J. 
et al., (2002) J. Immunol., 169, 3710) 0 J^tSiTMfifiHfrffcflBfc %> fcfcv^gjg<£> 

i5^jgocD3Tn*^x Yxmmzmm-tz t % Hi$K*iHfcBUJNajc*tJiix.&£ tt?T 

&<b1\ «14«<7)T«<7>M^^^:#^f^#^#x.^, 0 CD3Tn'^X b t LT^CD3fit; 
#T**GKT3=Srfl9v>fc fc # „ 4C8mAbfc «fc &#iJiS:{4giJ$iJ8jth LTM U CD4NH£Tffilft =SrfS 
tt-fb. Jfja^^TTto Sfcfc, CD3, 4C8mAb<7)|SI0#fiJ^^J:-S,rStt'fbmo^{iin vitrofc 

[0 0 0 4] 

l. flfip&TlffiJfe 

-oCTiTO^o Ttt{±*SULTCD4IM<7>*'MW-?- T|ffl^hCD8^ttoaM«14T 
/^-Xaot, £KIFN- r S-^i-^,ThlM, IL-4^^1-^,Th2«^tnc^|ipr 

t£-c&& 0 -m&jKmMumm^m, &^i±m&?i&tLx&fcMW^ : m<m-5-Lx^ 
i*#.ist¥&}ftm t ]&5LLx& V) mmmwmfr*^ zttf%at>tix^2> 0 LfrL%&b& 

effiJB s &*l <:tcioTS B&&#§,ma*3=-r 4 0 i©i^:a 
BtfcJBK i- & &;£^6<J1&^ (4 f&*|-fi*j & o x (4 & v> ?>\ Tiffl v ^ ;nc is v > x *> m * <£> 
^^«#75 s if*$^-g,>tta^75 ? ^oTV^ 0 -o(4, Pt>«S (central toleranc 

e) tmxnzmmiz&iiz£E t Kj&mmfo?v-><Dffiv&<Di$m (KisieW; p.et ai. 

, 1988. Nature. 333:742-746.) , ^t±*«Sfc^ (peripheral tolerance) £WftZ> 

SBStlKtwWf *TO&£Ftt (anergy) Off^ (Rocha, B. , and H. von Boehmer. 1991. S 
cience. 251:1225-1228.; Jenkins, M.K., and R. H. Schwartz. 1987. J. Exp. Med. 16 
5:302-319.) tmz^ mm&mm (regulatory T cell) lz X S t6!&l$fc£PflJ (Shevach 
, E.M. 2000. Annu. Rev. Immunol. 18:423-449.) OWUWBfeJltV**, PS^1±T« 
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2003-413786 



tit, ftm%mztitz'Tfflm<?>mt:%®tikX'<hy) , m<ommizttLx¥mm%ftmzm-t 
*> > M^JOi^ThiM^cto^M 

„ wfiffttTffluai: LT<DfflM&m<nft&<nfamt*<DmmffiK^xi±ft&¥<v&$-<o 

ffi5fi^v»Tfc^<0»tt* t *Si:C%-C*So -Oi ^^UtiittTmJiin vitro£fc 

*<7)fflmm®t Lt|i§$iiT|TV^ (Roncarolo, M.G., and M.K. Levings. 2000. C 
urr. Opinion. Immunol. 12:676-683.) 0 
[0 0 0 5] 

* 3tn iz^tih*m^ tzimm, *mz. mmm.& £ tmfflM^osciD-v' vxttzit? 
mmm. -xm^if) *m^tL^zt^miz^mmmA,x^tz (sakaguchi, s., 

et al., 1985. J. Exp. Med. 161:72; Itoh, M.,et al.. 1999. J. Immunol. 162:5317 
-5326.) o BP*,, lEHTr **£;£«: 9? h <DCVm J &Wm.ffllkfr «bCD25l^tt. RT6.1ME ( 

D7w^:ii7 7i« ic^x-r^ £ t xm^mm g e^^a^^ £ *t£ 0 ctin- 

TlHfiffttT«ili&*ao»*f5&«5l* (Itoh, M. , et al., 1999. J. Immunol. 162:5317-5326 
; Sakaguchi. S.et al., 1995. J. Immunol. 155:1151-1164; Asano, Iff. et al., 1996. 
J. Exp. Med. 184:387-396; Read, S.et al., 2000. J. Exp. Med. 192:295-302; Salomo 
n, B. et al., 2000. Immunity. 12:431-440; Stephens, L. A., and D. Mason. 2000. 
J. Immunol. 165:3105-3110.) > CD4, CB25&lZ®&X&&mik&miPfflffimffl1&<D'?' 
-U-tti:V)'&2>ZtiimhtlZ>izm^tz 0 
[0 0 0 6] 

tz—^jX, t: hiz&if&mfceyfflfovft&teXn*? < 200l#tc&o-at^<7>^;i/-7°^P> 
m&2tltzizmg*^ (Jonuleit, H.et al., 2001. J. Exp. Med. 193:1285-1294; Levi 
ngs, M. K. et al., 2001. J. Exp. Med. 193:1295-1301; Dieckmann, D. et al., 2001. 
J. Exp. Med. 193:1303-1310; Taama, L. S. et al., 2001. Eur. J. Immunol. 31:112 
2-1131; Stephens, L. A. et al., 2001. Eur. J. Immunol. 31:1247-1245; Baecher-All 
an, C. et al., 2001. J. Immunol. 167:1245-1253.) o Z\tlb<DWi^it~? V XXZabix 
TV>£CD4£ X ZfCMSO^ZmMiZ t h *IMf,^f$^Wi*ffi^Tf ^ <D 

mmm.-m^-ij~, mm^mmtmmizn-t z^m®®. (anergy) . mttztizv-j h* 
ixomm, in yitroiz^if^m^mfk^mmnmmt^x^^mm^^^^jz^ 
x^^7,x<Dm^tnmx$>z>zt*m&t ltv^ 0 bp*,, t vmm^h^m^titz 

CD4HfttCD25l^ttT«ajik it , CD45R0B§1£<£> >t'J -T«^ -^-^f^t^^ C D4R§1± 
CD25PJH£T« t itm L THLA-DR& ^Or&ttffc^ - * - V&mtf&^o t tzMmft iz 

ii^cCTLA-4£#£3aLT:i3*K mmaz j: 19 ^<7>%3i^_t#i-£ 0 w.izmmm*mm. m 

VSVttettjZCD28in>mzt:2>m®L, l^ttlim^ (allogeneic mature DC) iZX 

z>m$k* t-xit, mmmd25m&<Dm%immmodMG-i&& wtoH^itii 
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SLbfl-f. fommmztt-f %>7fiJ&&Vm (anergy) fc!feoTV^ 0 ifcCD3tft:«:fc*ltCD28tjL 
«fc **fl8ftfc:iL-2, IL-4. IL-15& ifW-fr-f h * J y £j&nx.£ £ £ "C, CD4RtteCD25Kt1£ 

ttCD25Hrtt PgSttT^lia^^TlcCD4RH4CD25l^14Tjiffl^*i/bCD3t/L#:^ ^{il^a^O^ 
fmtkffllk (allogeneic mature DC) £ <fc oT3W8»:Lfc»£\ CD4lt1£CD25R§tt HSS&14T 

ama^^T t LTCD4HrttcD25Hri4 mmmmmmm^^^mm^mmm^M, 

hixh 0 v^^KJtRt-cev^wo, CD4»ttCD25»ttW«!ttTjfflll&(iIL-10, TGF/?10 

mmmmn. ax^y-i h*4>iztt-tz>*mvufoximmzti%^zt^ vmmmiz 

*±CD4»ttCD25RfettTfflllfe t CD4R|^CD25RH4^gffteT«BJ3aoit^fi^^M^^^T^ & 
[0 0 0 7] 

Sfcv^XiJicrt Hc*v>T, IU10^«£TT?ora«*mo (allogeneic) MCJnjft 
^Ra*^<0*lft^flf4fi*Blj& (allogeneic immature DC) J: 9 iS LJMafcK J: o Tgt 
*$*t*P»ttT|BfiK:o^-C4«#$*lTV»* (Groux, H. et al.. 1997. Nature. 38 
9:737-742; Jonuliet, H. et al., 2000. J. Exp. Med. 192:1213-1222.) 0 ZtlhV>M 

ma, Thu Th2MJktitm**)±m<oiL-io*m£k-r2>i><D<D, tgf-/?i, ifn- 7 , il-so 

0&lii^<&<, ©l^;K7>IL-2£jt£.U IL-4£m& L&v>Ci t t LT43 0 Tr 

l«tWTV>So TriaiJS<>CD4»ttCD25»1ft MttttTffilnl^: rattle anergic 7?*) W 

h , Trl*H/fe CD4»14CD25»ttWKfttTj|BI&*»^ < ^«fe ? h t?* * Jft 
[0 0 0 8] 

v^X^i^-y h"e^P<bnrv><SP@JttTail&^-5&--e*-SCD4, CD250f&3l£#tt 
[0 0 0 9] 

ztih mm i±, *ffiikCT)mmmM<D5~- io%* & #> %> Km r * ^'>nm.mmx$> & ± 

fc, • TOH:*fUW.Mf^4 0 -*>»^ JfiCD3ffi#£3fiCD28ifc#li 

«££jMielL-2, IU4SfcliIL-15£ifO-9-<f h * -f > C «h Tiffljfeii56£'(£i- c 

[0 0 10] 

mzm<zt. mm&mKfc*?&mfrMm±m (gvhd) \zmmmzm<zt (Hara, m. e 

t al., 2001. J. Immunol. 166:3789-3796; Taylor, P. A. et al.. 2001. J. Exp. Med 

. 193:1311-1317.) wmmm^mmmm^mmLtzmmmmiz x ^> ^e.^ 
M^few.t£¥\z&w&fem^<Dfcm-h^7Lhix& 0 mmftimi&^mmzi&m-f 

[0 0 1 1 ] 

2. 4C8^,M _ 

4C8#lH(±tg* t ^TWJ!fe^Jfc«rt&^^c»»Lfcmort&T^o5»3fe^I|w#i-*^ 

«Wfe*v^^^«Ei-*ci b\z£^xnt>ivtz*=; ? * - i~ JVfcfc* ^ T«Oin vitro 

mWMfr2 004-3040256 
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mmw-mmznu-tz c t z&mz* ? u - *--r & c t \z «t ^ , 4C8#tn £^fti-& 

^ y ^ n-^;ufct^^#£ft£: (Masuyama, J. et al.. 1999. J. Exp. Med. 189:979- 
989 ; W099/12972-?§-<2r$R) 0 IMW&fcmm % t*<Dlfcffi®Lmzm7-t & tzftizte, jflL^ft 

mm$:rtf\ftBLT^mM1r %> <D Xit & < % CD4|^14CD45R0l»CD26&l^tt<7)r£1£'fb * ^ >J 
-T^^75 s M^^lc^^i-^C t^f)tiTV^o fiP^»tfC4C8^y ^ n-^-;v^ (mAb) 

?r#^^pptui-^>mAbT^ o , 4C8faJWJt z <d & 7 ^mmz^-m^mm^-j-x^ 2> t^r*. 

bix&o 4C8mAb^J: ^4C8}fiJi(0§^£^|EL*:£C:^ 4C8#lJ® {iCD3!^ttT*fflfl&lc^ < % 

51 u b«. nk«, &**£*?\*i8immzi±%mL%^ 

o 4C8mAbtc £ &3S4f{iTM<7)T * LfflJft^JBIKffite*' & tz*t& Ofrtnh 

[0012] 

3. CD52 (campath-lffiJIO 
Campath-ll±fc 'J W<«*Bfe*-C& £ 9 -7 hjfitei: LTWaldmaniHb 

(Hale, G. et al. (1983) Blood, 62, 873) 0 Campath-lOjftJK (CD 
52) tt*<^9in?*ofcrt*. l991^zriahiZi.oXmm.^t LXmfcZtltz (Xia, M. 
Q. et al., (1991) European J. Immunol., 21,1677) 0 ttz^ Kirchhoff t>K£~p XM 
&&.1& i &±&.&&m5Hr t L X mfcZ tltzW.5 <b CD52 1 fe\— <O^Xtb vtzZ-t ^1993^ 
t»t$*it^4 (Kirchhoff, C. et al.,(1993) Molecular Reproduction and Develop 
ment, 34, 8) o 
[0 0 13] 

Campath-lf±<; W*3gLh«3&^LTV>£CD52fc|££-U WfclCfc «ffi|JfeR#$>& v*l± 

fofe&fcttfflM&immmm (adco ^^liigctcitiaot'j 

«'J>^*«, V >/^M^^<0/Sffl75 s ^lcW^$n> 9 y hjfi#:Campath-lG£t: 
h-fkU^Campath-lH-Cab^Campath (a«1Sai) (Alemtuzumab) #B»'j V^IOM 
mt LTMillenniumttJ: *) ±lft Z ftX ^ & (Pangolis GA et al, (2001) Medical Oncolo 
gy, 18, 99) o 
[0014] 

LfrL^ffb, Z<om&X&&CD52<Di&mfc<>^Xit&£nWbfrKtj:vX^%:^o T 
Micisv^-C. CD52S:*(Lfl£tcj:o-C**"r*t % tiiM.g:®it*MmLiz®&tmW Ltz? 
>/-??K<Z>'J >mk&M.t>tl& b^imm (Hederere RA et al.,(2000) International 
Immunology, 12, 505) -fife, ^lCD3^*^. V^i^CD2©L^lC*j--r^5|aj85:lC*t LTCD5 

20SL#^i^>^^M^ri: LT^ffi t, TjfflJfeOig5i£:frjt1-£ (Va 
lentin H et al., (1992) Transplantation, 54, 97, Rowan WC et al., (1994) Interna 
tional Immunology, 7, 69) 0 L^LCD52^^ ¥<r> «£ 0 fti/^tWotv^O*, £ 
fcCD52#*£01iy$J^# ? $B/jijL ifOJ: -9 ^r^#?r#x.^><??35>tcov»T{±^|oTV^35rv>i 

o 

[0 0 15] 

CD52& -v ^ n 7 r - ^o-ft&tc, jft&<r> x 7 KWL&*km'ge>±)£.lz 
SLTV»4, *ttt^5ll : ±^^^^>i,CD52{iJi&m^ibtijcm$tt, «Hf-OJfc&«)«j|i 
T?tt : f'£iH<*>«3cfcfc •) c:^tL^ 0 CD52tc#][3n$^Milo->T;vm<7)i^mW^** : f-l^± 

tf^F&nB. HiftoTv»5«(, ft£ §iiTv»4^, flt^ofttH K & »t & CD520^#J t± 
^rtOTBfcj&rt 1 ^ (Kirchhoff C et al., (2001) Cells Tissues Organs, 168, 93) 0 
[0 0 16] 

CD52fil2T5 /Wcfrhtz%>i-7*f- KT* »K GPIT^^-HJ: l)»Ii:i^LTV^ 
(Xia, M. Q- et al., (1991) European J. Immunol., 21,1677) 0 f&-tflfiP&%\Zfr 

miE#2 004-3040256 
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[0017] 

[#it»n mm&m wo99/i2972-^<&# 

[#lt»2 ] «f^&« #«¥2 - 5 0 3 5 1 4 

[IMMftdRl] Masuyama, J. (2002) J. Immunol., 169, 3710 

Hale, G. <b> (1983) Blood, 62, 873 
[^l^frlfcjifc 3 ] Xia, M. Q. (1991) European J. Immunol., 21,1677 
[^#tr^Ci^4] Kirchhoff, Ch, (1993) Molecular Reproduction and Developme 
nt, 34, 8 

[^Nffttltfc 5 ] Pangolis Qkh, (2001) Medical Oncology, 18, 99 
I^#ff:£$fc6 ] Hederere RA<b, (2000) International Immunology, 12, 505 
[#M#W\fcltt7l Valentin Ylh, (1992) Transplantation, 54, 97 
[fM$tt\fcitt 8 ] Rowan WC ib, (1994) International Immunology, 7, 69 
[sUMtfr^iSfc 9 ] Kirchhoff Cb> (2001) Cells Tissues Organs, 168, 93 

mw-hmvk lj:^ t-f%> mm) 

[0 0 18] 

•fr&wn, cMzzfrLtzmBmmi&vfrimm&zvvt tzimmi&m^m. cd52^^ 
bum. %hnizztib<D^&izm^z>tz#><Dmm®.f& ! ®}, #K^cD52tfcflc* 

[0 0 19] 

52£^T*&& CI fc Ltzo fl£3feOCD52tov>-COftia*»^ t±, CD52^fStt<bT«0 

MJfiL^rtCTM^PPfU^P^ttT^Ua^lCK-^i-^ £ li^iWCt ^ 0 
#<bfi> £fcKttCD52ffi#Kov»T&it1&it&fi l v^ ^BfBfl&V >/*MJMMf *6 

[0 0 2 0] 

2 . 4C8#L#^<7)CD52T n*^* h ZmMlfcfri: LttftS, MffttTflBtt«>5Mktt 

3 . CD3T =f^* h £ £ tz&tr, ±15 1 * tzt± 2 |5iR<7)B*>iU»> 

4. CD3ra^* YtfmDStjL&tizitzvyjy* > h-e&£, ±JB3SB*t*>gaSiB. 

5 . #LCD3jft#rt* t h fltfMfc* fclikb ttfr-C*) * , _t|5 4 IBIft<?>l§lg&j£ttK 

6 . 4C8jfi#l;Wtf>CD52T Zf-A h fc^jjfcfrfc Lt^tt*, feftiffl/feOgjULlTrt 

7. CD52T3*-^ h^CD52^$7t{i-e<7)-7v^^ > ±|H 1 - 6 (V^-f 

8 . */bCD52^75 ? t MtSMtc* fcli h tfcfls-efc & N _h|B 7 gBttOggg&JftgK 

9 . ±|B b ftjftflt;&*9 ftifc#Campath-lH-e& & „ ±15 8 I5«<^H^a^# 

ffifiE#2 004-3040256 
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c: <h «t *) m&i&mifovfrimmis x &/* tzitmrn^^M-t^-n^, 

1 2. CD52T3^X h WCD52t/t#^7tJ±^0 7 7^^ > hT*&&, ±151 1 SB*W> 

1 3 . ffi£D52ti&tf t h fbtfcffc 2 (4 t h tftfln?* & , JtfB 1 2 lB*c<7>:fr 

1 4 . Jiffifc Mfc*M*tf*7 >y Ml KbtfcfltCampath-lHt 1 **^ ±fB 1 3|Bmo^fe, 

1 5. _hfB^Moft®{cf&^i-^CD3UCD3T=r^x h SrfiOB CI <h £ £ K 

#-tf . ±13 1 3 i fc(4 1 4 tiTHifBftoTjft, 

1 6. CD3T3*^X h**f/LCD3tn:#* /;li^7y^ > ±fB 1 5lBmo^ 

. 

l 7 . }ftCD3}5WM ? t: h ftjfrfc * fciiti> tft;#-e* * > ±1B 1 6 fBm^^ft> 

1 8. ±tB$&fSBWM&tf** Jje^Jfiu V >^ffi£fc»4JWJKfc^£*i;&fco^ab&, ±131 

i~i7 ov^t^ i mm<7m&. 

1 9 . JtlB*39E«Bfl&* s T«BJ!&-C* & . ±IB 1 8 lB1Ro;frft, 

2 o. ±.iB^a^^jflL#^T-^^>, ±iBi 9Bn<r>^m, 

*><7>-Cab&±tBl l~2 OO^-ffifrizm&vyJjfe, 

*x;g> &OT-&;i>±fBl 1 ~2 0OV>i*tL*»UIB«^^ 

2 3 . Wf©14Tj|IBflSlOfl"fkSI*iJ 4: 07*> L < »4*i5H£$I£ <b ITU/* 

lit hffi#*ffc»H-&;fr8^ 
2 4 . $M8#piras&*, P«5teTiWl/l&<*>$MtSi**J (43#5iiM& h mz/t 

tz itstmmmomjssL^n^mmmiknm^ *mir & mm £ , cd52 t o^asfM? k 

[0 0 2 1 ] 

»), CD52K^£^#£#trCD52T3^* h**^fe««lftO, WJBtt'WBJftO^bfl** J: 07 

* tzimmi&m^hxfizmm.mn&mmmMm\(Dtztb<Dmm^m. -*-&*>*> a e$&« 

ffitrfc&o ^Cii), CD52T=f-^ h«rffiv>rW®ttT«lflSl«:ex vivo-CW* 

zmvt • mj£^zttirzmmi5£w*tzi l i^m^(ommi!>mm£%z> 0 

[0 0 2 2] 

ttz, *5&wiz£vX7fi2i?itz, mmm&te.znvtzwim&Tfflm&m^zztizjL *) 

[0 0 2 3] 
[0 0 2 4] 

&MftfenmM<owmt\,*7i&&tfmMZfL&Zo cd52t=t-^ h±. cD52t/tmi:*t 
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3H\ *3«t0 ? CD52i5LmtC^i-^}3L#:^^#i--2> o ^ajfiflcfi, CD520v*-f 

^TftffiS^&ififl^ &li]ib<7>^ (Masuyama, J. et al., 1999. J. Exp. Med. 189: 
979-989; W099/12972^-&«) ic^vv t h W^MLfctttJ: ^ n 

[0 0 2 5 J 

ttz. *$&mKmm*CD52T=f-Z h t LT. 9 ? h k: Mbtft#Campath-lH 
^7" ; Alemtuzumab) rt^f <b ft & o £*U± N Campath (£&i&$|l) t LT"flT!5£ ftTiS *9 
A^Ab"?*^ *C>mmii:tt9L&lz<2\,*X 2 - 5 0 3 5 1 4 1: 

[0 0 2 6] 

Y)V±.X^M\z^^ixtz^ \>WfaimMMto8Mm (HUVEC) fc#J&*Lfc|ft, &JMI 

^.j k— ro«tttz*7toT*±, A-fr-J K-^JM-1 («tfi:ffBa*A*«fieWlfe^Bf3(|S3f 
#^«»#K-fe > * - ^2001^9^ 26 0 fttt -eSltS-S-FERM HP-7757T#ft) J: ») 

tL^dt (t4fe*>A/f^i; K--vJM-ltC J: tym&Zti&fcCD52tn.fctm—^\ih-7£ 

mm-tzzt) zi&mKLtzn%L*®.fr&fcnt2>ztiz£Y)^ mmt^hKm-^t^^o 
Ltzmmmmmofrit • i«5fisi#s6S:ffHiiiii-sxe*a* i ttcto-c^, * 

J: QM&i*KZ$iCD52tfL#i<7>TiS&mtik*K F»7 U-A7-^C H: i 0 

5&W*m.$L-t2>'W?, (CTx-lfTomizuka et al., 2000. Proc. Natl. Acad. Sci. USA, 9 
7:722) Zmm-TZZttzX i), $mOTt-5S;fl:fcLtt f^MHitSit 

[0 0 2 7] 

x b zitm ztizxox. cm2<Dmmmmm^<7>ftimmm& x ^(D^m^m 
tu^m^ji^ho c*u4, mLm.<Dfrit\zMt>&^tz%nmK&m&x&&mzfr=^*fr 

L TtM-^fsitm * t -ffrUf „ CD52 £ <fr L fcig|&5&*v» ^ -5) BU3N jftjgEft t fc & 0 

#lfl«l#fcj3V»-t\ CD3^*^Ljt3W*^ipitrCD52*^L7tJ|iy»4- i"Cl C 
D52ffl|#J»fc*S:-tSifc*»** 0 :M8|H#fciJV>TCD3r:*-* h tit, ftSDI^SIt: 
»IIL;fcCD3fl~Pfcf1tf!U CD3«r^Lfc«Ba&F«3'N.O«-^eaiCJ: ^ SliH^M^ 

-f y 9 &&CD3#Mfc, ^x.(^0KT3 (ATCC CRL-8001) > UCHT1 (B. D. PharMingen) , HIT3a 
(B. D. PharMingen) tfmfhtiZo Ztz, <V7fflffifiiM>$:^fc\ZM-$-Z> T =f-X f 

i> it hL, m*<frLfzmffi.ft^<nm-%fcMii>tzt>1r<DX, *&mz&\f 
^>CD3T3'-x h t LXim-th i t: h!iffllfeffiJKS#frVbeta 

6.7H*j-i-^tfL#-tr*^0T145 (Posnett et al., 1986, Proc. Natl. Acad. Sci. USA., 83 
(20) : 7888-92) *^**^»f t>*L* 0 t^. Brj&ttOHLA^** V»ttHLA^f-fc*yK^y^- 

[0 0 2 8] 

tBiE# 2004-3040256 



mm 2003-413786 



^-v : 8/ 



[0 0 2 9] 

fr2>m*<Dmm, mz.mm, ^mmn, &te[\&u m.fmm^mwLtzmmmm^m 
itztx&o n*mm*, &mm$^tm2ftnz>%iffl.Mtfzi±*'ri) 

<7>T'ti&v> 0 CD527=f-X M±<fctiM&4& (7'J-XK7>f) t&^&tilKJi 

[0 0 3 0] 

IC^tLr^ lB^jO.Olmg-lOOOmg-C** «5 , £tnb£lHk £ ^f±^IiI^^ltT$S:-^-t^ £ t 
tfX%2> 0 *7t, ^iDt4tli, l®£j0.01mg~1000mg£&T&M\ ffim&HZ tzi±& 

mmiK j: -o -cs^-r & ^ t § & c 

[0 0 3 1] 
[0 0 3 2] 

£#i«9}«U £«- O#F*3t;M1-^m^«^Sti't'e^*ife$tLTV^ 0 tit, ftfe 
MMOimx$>&®tfLMm (dendritic cell) ^ A^&^SfcM U Mf <£>#!*) KM1-}g 
v6^<MTt>*LTv>,S, (M. Jefford, et al.. The Lancet Oncology, 2: 343-353, June, 2 
001) o tL^ftfljggtcCD527 h £ «fc tFCD3 7 3*— X h £fi=JB ItHJ; 

<o, mmmmm<Dfrimm&*wttzimm*i&m-tzzttfx*z > mmt&mmm* 

d<7)«t 9 ^v^t^^ji^xif** (ex vivo) <7)^f±, »Ha0fStew*t*v»-c|ll!IS$*Lfe 

*^^«tr-?-<7)t *%tffi<7>mzis^xnm.lr& fco-e&a t tfx.^ 0 ^joMq*^ 

[0 0 3 3] 
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[0 0 3 41 

«J-C«*B fcf&ii, $ ii7tft«E^i|IBfl&0-» (C||^i- 4R^>;^ ft^ 4 4C8M tCJtf- * 
* y * n - ^Hftfla(Sffi#J^ TfflflftOin vitroJflll : ^jl^^?[l§IJi--5, £ -fTlc:*: 
3§Bj§#'c>t±IE'o/Hc LT^-i. (Masuyama, J. et al., 1999. J. Exp. Med. 189:979-989* 
W099/12972-t^) „ 
[0 0 3 5] 

t-T, iW4C8tfi:«(OiE#0|Sl5c*K*-to 4C8ifcIiU±, 4C8mAbM£iffljl®#T&£CD3 
mfflMkir&ttmt LTcDNA9 -f 79 >J - frf^U 7 -f /7 'J - 
/cC0S-lM£4C8mAbtMACS (Miltenyi Biotec) ^V^tillt^^fcCJ: *K • PI 

[0 0 3 6] 

^ttt: h*^'JfiL^'bFicoll-HypaquetCj;^-gJg<£|iS^'&^«l; 1} ^jfiL^^ 
&#8tU CD3»ttT«BJj&=S:-K:CD3tli;# (Miltenyi Biotec) MACS *ffiv»T IPS »Lfc«> 10 8 
fli<OCD3»ttT«eJ&*»e>RNeasy Mini Kit(QIAGEN Inc) fcffiv^ 90^ g0^g:RNA^#^ 0 poly( 
A) + RNAJi01igotex TM -dT30<Super>mRNA Purification Kit (TAKARA BIO Inc. ) &fflv>T 
ttSU 90^g<7)^RNA75^1.7 /M g<^poly(A) + RNA^#7to i Opoly (A) + RNA^ <bSuperscrip 
t™Choice System for cDNA Synthesis (Invitorogen Co. ) v^T-git LfccDNAtiT if 
o-xy)H^|(:i iQ-y-^X^M^tfV^ 1 Kb/6* h lOKbcncWAZMVimMmjl^ ? 9 
-pEF18S (Ohashi, H. et al. , 1994. Proc. Natl. Acad. Sci. USA 91 : 158-162) tc^n 
-WtLfco ■ZOffiM, 7X10 6 'f@<7)^j5:^n-^^<b^^CD31^ttT,«'fi*cDNA9 79 

[0 0 3 7] 

_t|2 7-f77'J- OLB (Luria-Bertani) ig**|£500ml7>ib, Endofree Plasmid Maxi Ki 
t (QIAGEN Inc.)£/8v>T270, u gO79*5 K£#£ 0 £ <0-9 *>100,ug£2X10 7 coCOS-L*I 
JfiKTransIT-LTl (TAKARA BIO Inc. ) *M V»T— MCfALAo 9 * 79 U - *— » 
14tC^$ii-7tC0S-1^^^4C8mAb««B^^^K#:fcMACSi: *fflv>T«»Ufeo 4C8 
mAb»ttC0S-l«fflJ!a^?>Hirtft (Hirt B. , 1967. J. Mol. Biol., 26 : 365-369) \,z£t)zf 
y^S. K£@JRU (ElectroMAX DH10B, Invitrogen Co. ) LT^I L*: 

«*3Sfc3ililfti):KLfco 
[0 0 3 8] 

£ ? LT#f>-a7t^S|9 -f 79 V - X *) i!fp;& k 384-0 <7)2$3: 79* 5 n- 
«U ±IBtR»^C0S-iaa«atw-«ttH#XLfc^ FACSCalibur (Becton-Dickinson) 
Srfflv>T4C8»tt^n--v-S r TOtfeo 310O * n- >1>HC8®&t £ £ a 

%m\.tz (HI) o 
[0 0 3 9] 

»tt^n->oiftaiE-9IJS:ABI PRISM 3700 DNA Analyzer (Applied Biosystems) £J§ 
V>T&£U ELASTIC J: l)* * V-t^K-r-^^-XO^-Sr-tro^ti^, 3o©K? 
n->(iv>-f-MfcCD52 (Xia, M. Q. et al., 1991. Eur. J. Immunol. 21: 1677-1684) 
£ a- K-t* £ T&sfljl^ Ltzo mmcdWiZCOS-lMMX^mZltti jfiCD52tn;#T- 
*4Cfc**ftl?)-MTv.SCaapath-lHtc J: oT *>3fe<fe£*Lfc 0 5 7c. CD52i: PJ CGPI7 V fj 
-9>Ji?K-e*>& CD48, CD58. CD59C9cDNA^C0S-l$fflH&T^ $ 4C8mAbfc J: £ 
tt £FACSCal iburT#M*f Ltz t Z Zfe&t* *) . 4C8mAb^GPI7 IZ#MV> 

mjki&mLr\*%\,*zt*mu$tiiz (m*w) 0 -n^od t^c,, 4C8(-±cds2t 

ffiliE# 2004-3040256 
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[0 0 4 0] 

mmm 2 : campath-iHgjMafet; x 2>mm j mfflffi.<7)wm 

CD52*^ti-^^ey ? n-^-;^#:Carapath-lH(ClH)^SiJf!Jg!ci: LXm^tzt^ 4 
C8mAb£fflv^ t § i: I^MtcCD4Hr14Tffl^^ e^lffttT«^il^$ ti& frifn fr^^L 

[0 0 4 1] 

HIT A** 9 > 7 s " -f T5fc$i'ifil7^ t>Ficol 1-Paque Plus (Amersham Pharmacia) \Z i & ^Jg 
flgEflt'tftJwJ: »)5fe%'JfiL#^=Sr^®IL7to CD4R§teT#ffljfe&> 3fc*fc'IfiLiW*<fc OMACS CD4 
+ T Cell Isolation Kit (Miltenyi Biotec) ^Tf^Mii^O^ft^JilSU^o X 
* if 7- ^tl/^vaVCio til Lfco 
[0 0 4 2] 

■fV- Y^<Dmfc<Dnmitmk<V X 9 Kfr o£o PBS£ffiV*T100ng/mlKf3i!iL£#iCD3 
#t#: (0RTH0CL0NE 0KT3, Ortho Biotech) ^wellT^- h (Costar) (:MLT4tf2 
40*^^ y^a.^<~^a y&fr^xmffilkLtzfe, PBS£ffl^T10/*g/mHiPli£L*:4C8mAb 
& & WiCampath-lH (CAMPATH, Berlex) *mW.\zmmtLiz 0 
[0 0 4 3] 

lft&<7> X «9 f§l£ L ^CD4HrftT*BI^(±RPMI1640(GIBC0) K 10%FCS 1 15mMC9HEPES^ 
7r-«JDL ^^MiH U JifB<7)^-ift^#^ @*Hb Lfz^U-'YKSX 10 5 eel Is/ 
wel 1 1 & Z> X n fc# m U COaf^*^-** -C37°C/5%C0 2 X3 0 L tz 0 K 

mM*®W.Lm&Ltzfe, ^^MrlL-C24well7'^- h (Costar) K1X10 6 eel ls/well 
hte&Xn fc»«U mz4BmmmTX%mLXifc±&mtzLtzii<DZ4C8mAbmmffi. 
mm$> % v> f±Campath-lHlJf HH t LT jfpflj T -y -fe -Heft L fc„ 
[0 0 4 4] 

$VMT •y-kj te#.(D£ 9 tcfrofco 96wellUJ^7*V- ]> (ICN) lCCD4|#teT#ffl)&lX10 5 c 
el ls/wel 1 *imm (5000rad) L fc*itftH4X 10 5 cel ls/wel 1 iHacJtm U #fcCD3 
^^^ift^Sng/mlT^nLTSBF^^L/Co uOil, f|gmTiifflJE£^;ift^o 
fc*NB# t TO^TM t L -CXj^LMSAt (5000rad) L fc4C8mAbHJ*08fcffllE t tz iiCampath-lH 
W\M mm& & 0. 5 - 2 X 10 5 eel 1 s/we 1 1 "e^ljn t fzW t X [ 3 H] ? v > JR I) * Jttsc L X 
WWiStt*»MiLfco PHjf-^yVJRJj^li, *&*3B g ^0.2^Ci/wellO[ 3 H]-f- 5 5> 
^«rT^nt-C8B#W^^^^IsllRL, ffll&KlR »J &i tlfc [ 3 H]^ 5 v ^<D# -7 > h £^ 
-^yi^-b (PerkinElmer) "CSflJe't" SutCi •) SF-fiffi Ltz 0 T y -fe >f £fflv>rt:*ffl 

[0 0 4 5] 

HI 2 KiF Lfc J: O fc. Campath-lHDf!JM^(±4C8mAbMiJ$ijm^^ t R*SI^CD4»ttT3fflfl& 

co*nicD3tiL#j|aiscic «fc &mm*ffitomm&mfmzwm Ltz 0 

[0 0 4 6] 

^Mfffl 3 : Campath-iHtc x zmmMMMMMM&MMfeMMQBM 

AC8mAbX^^tiX^^C])3mmm^m\H&mmmMKMir^nmm^. (Masuyaraa, 
J. et al., 1999, Journal of Experimental Medicine, 189(6), 979-989) j)HtiL<Dtn>CD52 

[0 0 4 7] 

cmmmmifoitjfcffiifiig.&i&fr ^t^n^^-^^yA^ ^TCD3i^i*T«ii7>£zfe 

SI L'7t^> trCCD16il^:i5L#: (Advanced Magnetics, Inc.) V^fc* -ffT < V 9 v 3 
[0 0 4 8] 

50/* l/wellOn?-r>'r;U£mv>fc96well¥Jg7 p l'- h (Bee ton Dickinson) |:U 

Zmmmmtlkm (GIBCO) ICO.5% BSASr^L^Wf ^0.3-3,1 g/ml04C8mAbt fc(±C 

{ii!E# 2004-3040256 
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ampath-lH£JJI];l> 20^M*±tC#g L Tm&tt £ It o fc. £ <aCD3P«T#fflJj& (3X10 5 /we 
11) £*5vfc#imflL ^-ti"f^#r^Ot M^^MJfll^I^JSM^mv^cyi-- bizffin 
Ltto Z.<D-fV- Y ZWXgXlfrM&'kLtzfe, 37^39^ 4 V^ra^- v a > *frv* 
> *^ifCD3MT / «tjfll : |^^J3a'S:EDTA-C^aL-C^^^*^> H M^^#Mlfil»I*I 

[0 0 4 9] 

HI 3 K^Lfci o K> Campath-lH{i4C8mAbI^#UCD3l^14Ta^<7>^I*jjfe^^^^jrpflJ 
L£ 0 Lfc^oT, !5LCD52i5L#:T*^)^Campath-lH(±4C8mAbfc ^>(l> Sl*I&M^7£MffiJ£ 

[0 0 5 0] 

ifcCD52#MMBiWiM:K «fc *) ffigS ^i^I^ttW ? 7 n^fij^^ i &CD4l»T#fflJ&<7> 
& WflJ 1- & * d t5>> £ tftft-*- £ * , CD4^Mfli^M^- V > caitiff Tyt^ft 
*T o fco j5tCD52#L# tLT l±4C8mAb * ttffl L o 
[0 0 5 1] 

f^ttii^i^CiiLfco 5M8jM*&3*J: iJMACST'f ^nkf-XCD14 (Miltenyi B 
iotec) ^fflv^T^M3t^O^#M*^oT#VT-'f T'-tV^ v a >tcJ;o-CCD14 
»te*BJfc*W»L;fco CD14lifMJia^RPMI1640^10%FCS^ 2->JV*yfx^y-)l, (GIBC 
0) . 100ng/ml«7)IL-4. 50ng/ml?>GM-CSF&«| Lfcig&KJM t, 6well:/V- h (Falco 
n) t-3xl0 6 cells/wellTMLr, 5 0WJg*^ *»flUK10ng/mlOLPS**ini U IK 
24B#K^« : Sr J ff oTfi$fi*s!cifttt^iiLfco fflm<?>— g&fi? n— W - * 
(FACScan, Becton Dickinson) SfCiL, **M»ttJ«lftT-#--0«5l*ltl8L3feo 
[0 0 5 2] 

*S£-'J >/f^#Kf&f±il##A^«bP«SlLfcCD4l^l4TjfflJ!a (1X10 5 cells/well) fc^ 
* S»tt%B*»em*L 7t«fiSt^m#^fll^(lX10 4 cel ls/well ) £96wellUJl=:/ 

Jifcfc LTX^fiSM(5000rad) L^4C8mAbHJ$!JM^*l~2X10 5 cells/wellT^n Ltz&b 

fee 

[0 0 5 3] 
[0 0 5 4] 

[0 0 5 5] 

HI 5 KtfLJz*. n C, Camapth-lHllJ$iJMI&{±CD4^1±T^i^rl^ 1 ; W<3StJ&*K(&*« 
[0 0 5 6] 

Lfc^oT. Campath-lH»J8jUi«fc a£f§ffc14T«li, 4C8mAb»J$[K «fc 1? 
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[0 0 5 7] 

7 y •k'f fcfi^fco mSMffifoh LT(i4C8mAb£«ffi Lfco 
[0 0 5 8] 

CD8»ttT«lfl&t±H **'JfiL#^^i 19MACS CD8+ T Cell Isolation Kit (Miltenyi Biote 
[0 0 5 9] 

m&v >'^&mBLfci*w-mmAfrbmm:Ltza)&ffimfflm (ixio 5 ceiis/weio tmtt 

* «##B tf» M $1 L >t m3*****M»4fcWJia (lxlO 4 eel ls/wel 1 ) 96we 1 1 U 7 V - h \z 
tTXMIt(5000rad) L/c4C8mAbS!j$yM^^l-2xl0 6 cells/wellT'T^]t)P LfcWfc t?[ 3 H] 

o 

HI 6 K^Lfc J: •? 4C8mAbglJj|aJ8fcSII&liCD8 ItlWI^'J >^<3***RJ&**ilP 
[0 0 6 0] 

Lt^^o T, ^52#vfc»J$t^ X «9 ffi*$ nsWfSfttTiWIJia^T DfitS*iJjBctc .J; &CD8Ri 
[0 0 6 1] 

mi&M6 : Tn^J^)S^(?)CD4l^ttTa^^^Ol^t5feT^^(7)il^ 

T n^RjS^OCD4i^14T^lfetctftCD52St#SlJflJ^«:jtinx.^ i t tc j; oT, aiitlKW 

* ?n©j * & o few® ttTWiia * §§«1- a i t anqra-e* * ^ d ^ & mt l fco 

[0 0 6 2] 

W«MBJI&i: LTfflv>fcJ|t^S3|ijaiM»«JlBll&tt*o J: ^ fct*#Lfco H»J 4 -IKtf 

Ltz^mxmmLtzcdumnmm^, x-vivo-15^ (cambrex) izi% mmitm&Etih 

100 ng/ml IL-4. 50 ng/ml GM-CSFSri&jbn t fetftClfl 6well7V~ MC3X10 6 
eel ls/wel l-^7HW**|fe, $Bjfe£ 0JR • U tuS&OitifcKlO ng/ml IL-1/? (R&D s 
ystems) > 3 fx g/ml IL-6 U >^±|*JJfeaSl" T&jgh 10 ng/ml TNFa (PeproTechk 1 
fx g/ml "7° n x * ^ 7 > v >E2 (S igma) £ ifciD L tzi&M K MM t T 1 X 10 6 eel 1 s/wel 1 T'6we 
ll-/V-Mc»au H^2HWl&*Lrm3*ft*jS«fc«^J!a*«|a»Lfco CD4RI14CD45 
RA»ttTWfl&(±±SB3(tifefHI 2 lCfamo^"CmgtL^CD4RH4T^|J3&^io, MACS CD45RA Mic 
roBeads (Miltenyi Biotec) v^T, KlSif Oj|^J8t(:$!v»-f v*f 7-1: 1/ 
->a >K£<3XmULtz 0 
[0 0 6 3] 

TutfcmKi&is x ^^(om^mmj^mmi^o x ? teff ^ to ftfttj^eis l 

fcCD4»t£CD45RA»teTiJIIIIi& (1X10 6 cells/well) fc*&*Hft#B^fcW«Lrt:!iU£&3fc 
(1X10 5 cells/well) e/Hf>Bfc (Gibco) is J: 0*MEM^SI T 5 7 K 
(Gibco) *«JniL*:X-VIV0-15i&*JcJ!8«L-C24well-/V- Hl»*L3fco 6BW*g 
*^ fflflftfciUKU IX l0 6 cel ls/wel He «t 9 i:ffl«L, Ii:4BFI^SLit« 

auaost mam-mm 2 Km l fc^-wo tz a u commmm<Dftt> v tcr n kjs 

miiE# 2004-3040256 
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[0 0 6 41 
[0 0 6 5] 

Ktt-tzKBiz&^x^ mm<n$mm&im^x$>vtz<, m-toct^. tdtos 
mmm*bmT)52tt,fozm^xmBmmm*mm-f & - 1 r% Tutn.m.mn&}^nmm 
^^-rmmmmjk^mhti^zt^m'otzo 

[0 0 6 6] 
[0 0 6 7J 

#tCD3#Lfl03 J: *>*4C8 mAb£«M 2 KlBmo;fry£-Cg|tB>ft l/c/l/- h fc, CD4|i§1£T,1ffl 
J&&8X10 5 cells/well i ? Cj|iLt3HTOtL/:„ ^*mi::>£ffljfe& 0JR ■ 

Ltz^ 100 U/ml IL-2 (Chiron) ^^mzWBM LT24weliy 1^- t> K1X10 6 cells/ 
well££& J: ^cJSjffiLTto 2B^O^*«D^ *ffljfe£l!i|XU 100 U/ml IL-2^^T- 
1X10 6 cells/weinc^* i^ilLt, M^3BP^#L7t 0 ff-8B WO^«mo|tBJ3& 
-^^rfflv^TlIllS^pfljT yt^ (day 8) ^^M^I 2 Hfa«O^T^M Lfc 
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ife*E* (2.5Gy) <7>tk%[&*mMLtz^ niMA^ofco «tA^e>7 7xl/ 
- is * \Z «fc o XUm L 7t *^'jfiL ^Lymphoprep (AXIS-SHIELD) «fc & JtMit^ft (ciot 

i*fc#««nifla (pbmc) „ *fcim-b'i--<n?BMCfrbnmm2i l zum<v*feX'frmvtzcd 
4ffimmmfrh4C8mhbxmm ■ mmLtz mMmixmLttmzxz) mmmmm.* 
m^L, pbmc ixio 7 l < i±2xio''mzm<kx&5- > mmmmmuio 7 i> l < ^2x10^^ 
ttzte?rnictwmmmm&ino 7 m (^2xio 7 «) zmtxmmft&s--? 

ffifiE# 2 004-3040256 



2003-413786 



v : 14/ 



z&mzwttio *<om^ mmimxwzmtffco ^al£pbmc£#lcd3#l#: (p 

harmingen) T-^-fe LFACSCalibur flow cytometer (Becton Dickinson) lzxfflifc-t& CL t 
[0 0 7 1 ] 

^*frtC$t^LTV^ 0 ^H]O^Hi3V^T^PBMC^«T*lX10 7 1> L < H2X10 7 m&XZ 

&< (mil), mwmzte^x^&mtfmMmxwxiistz mi 2) 0 mm 

txikftLtz mi 2) o ?mctmmmmjkzmtxittztiti&xi±, pbmc«#a 
mm ^^m^x3/5m^tzLtzi)\ n*) <^2/5mitmmmmmTmtx±^L, pbmc# 

»L^a<OSJ: f^^Ift (Logrank testHJ:&) =^^L/t (112) 0 

[0 0 7 2] 

7s izn l xmzim *7FZ%^zts wtm&mz xxm e: & pbmco 7^i:^t^ 

ifc^ffl t5 § P t&14TjM £ |WJ B# ^ A1- & c: t &c £ t) MM $ *i £ i #9! * k 0 0 
[0 0 7 3] 

[HI] IH 1 it, 4C8R§tt^ n - >o 1 o«:*A b?tC0S-l«BJ!glOFACS»#ftt*T?*-6 
im 2 ] HI 2 (i, 4C8mAbi fc»iCampath-lH*CD3 1 &kzmW& LtzMm^ffiM LTCD4 

mmkbmwmmm& «t ^campath-iH»jMj& t i> i,zmm l tzmmmz^-m k , cd 

[HI 3 ] B9 3 f±> 4C8mAb £ £ fiCampath-lH^n K J: -g> CD3»ttTJ(BIJj&0 b BtfmDiUfiL 

m&m ft&MMTv > y A'rt^w at*«iw * * c 4C8mAb*s «t 

tfCampath-lHi: & mffimMm<omfo&fflMMm&*WlM Ltz a 
[HI 4] H4t±, 4C8mAbIiJj|aJMIJ&oM£-i; >>*J^*^<B»WfcP^fctt*-c* 
2>o 4C8mAbiIJf!lM^^i;CD4|^ttT«8^rl^ , ; ^°^*KJS^^M^mW^^^p©J 

[115] H5»±, Campath-lHtfflv>Tfil?»LfcWfi|SttTjWIJ!&HJ:*, Tnfet»j^cCD4 
»ttTfflJ!&OKJ£.OjqiiW|=SrlpB^^jft*-e^ ) ^ 0 Campath-lHMiJ$iJM^fiCD4|^ttT^^ 
fl^-U >^^^*S(5«r«§*n*aiSSk«S[ffWtcJt|lllHI L*r 0 

[0 6] HI6li, ^tCD52«L#§lJ$!)8fct;J: 0ll*$n«nttttlM%oCD8l»ttTinilil» 
>^^*R€4CM-t-^>MJ4:P^^^*-e*>^ 0 4C8mAbHJflJM^(±CD8(^tt 

[in 7 ] m 7 fi, r *m?.Rm%L<ozvmmMm,fr * ^mmmmmvmmzm^tz 

ic*j-r ^> R/£ icis v>t n r n ffltEU&titMW&mib tt a > h n - ;vp^14T^^ «t •) 

[|H8] i8li, *JtCD52j5t#:Iij3piJgicfcj: J)flS$n^TO14T,«^in vitrolttffil^ 
««t«»* & o Hi*^801i T*IL-2^^TT«^*1" & d J: 0 ft 

ffifiE#2 004-3040256 



!$m 2003-413786 



^-v*: 15/E 



[E19] HI 9 ii. ig*8B§ (day 8) iz&tf zmBfemm^WlMT v -fe J 

[Ell 0] HI 0(±> TOiJtCD52Jn;#ilJ$!l^[^*feL7tm (day 15) OptfittTttO 

\zstmLxmmx&itz 0 

[HI U 01 Hi, TM-blJfi#&-5-g B ffi^SOfel^^ flSj^ t tzSCIV? ^ 
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